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Sir: 



ArtlMfc 1656 



Ilk appeal fekf Is filed psiiitotfie "Notice of Appeal to the Board of Patent .Appeals 
ami W^w#" fifed c-oociW^Ml^ fie&witk 



I , &&ti P« sty ib m&rmt. 

Tm md pmty m mterest.m i$ St, Jwk CM&km*& R^a^h Ho^pit^ fas, by 

vwm Mm am0mmni mmmtd %: both, mmmi kmm$m m. F^mxmy 1% 2062 mt& mcm&mi m 
ft® U.S. PateM Ofc tA MmWxmm QnnmSZS (4 paps). 
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IM&trf App?&|§ &3Mt 

Mo oter appeals or kterfeei^ &m ta'own.to Appellant, App&ltanfe legs! 'mp&smwmi, 
or asmgi« St Jycte CMy^H-$ ReM&rsfe Hospital, Me, wtxkte mil $i#es$y afifeet or be difisztfv 
affected fey or have & Iwiig mi fc Boards fclw in tfco pemlfeg appeal 



3. 



Thrnk are a mM of 40 dmm m&m^ppimmm. Claims J-3 ? % !2J6~3S and 39-40 Mve 
lMK««!ri; Ciis 1.0-1 ! ? 13-15, m& 36-31 are pe^ssg at&t the subject of this appeal 
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4. State of Ai^«te^te, 

Ho &ew fefeen made ioiht zMim. 

fxn^^Om ol#m M is &rmm to a Ik cfe%«g eyctm d^nfet tatse S (CtlfcS) 

serine Mnase aetwliy in % bmksgiml mmph. wMA. mmptkm i^imnmrng ■ wh&ihsx the carhoxy 
tmnim! dimmh M&mMm I pi^fe (IM*1 : > ^te^ai^tel im a serine wiihm a candidate 
s^»% wberda pfec^pwrybti w rfDab! on/said sssiit wfefe the fftmmx of acti ve "€# 5 in 
said sample, Support for d« 36 can oc ..Mmk m k&% at page 3, lintss 8 - 13 and lines 21 - 24; 
page -5, lines 1 - 3; pap 7, iloes 16 -- W; page 20;i;» 8 18; page 2(1 Ihm 27 - page 2.1 „ l»s 2; 
page 2 1 , - 3 1 ; page 28, Ivm 1 1 -• 14; and page 29, ito 4 - 1 

fedepeikte^t elakn 38 is draws* to a jetted .fm deieenng CdfcS serine kinase activity m a 
biological ^pb ? . whlc!^ method compises lMmimo|»cipttati0n of Dab! said biobgka! 
sample; ecmlactmg the lmm^»peeipltaled Dab! with a ph<?gptomttbody ge$era$ed mmg SEQ 
IB ND:3 as an antigen; deiectl^ pte^phoantifeody m a serine witMn a candidate 

sequence m iimc§0mny terminal domain of said Pahl, wfeerein binding of the plH^plioarMfedy 
to wi serme of said Dahl in -.mM Mologkal sample indleate^ the presence ofCdfcS serine kmase 
activity in said sample. Suppmi for claim 38 can fee fmm% $i least, at page % lines 8 -■ 13 and 
lines 25 - 29; page 9, fees ? 9; page 1 1 lines 16 - 21 : page 2 L 'ihm 4 - 23; and page 28, lines 
14 ~ 17, 

6. GmBss«te of l^ejeettes -to Ik £te wewwi &ft- Appmt 

Imim I - Wh^m dmm 4-$ and 36-37 are obvious under 35 U.S.C 103(a), 
l$sm 2 Whedier elate 104 1, 13-15 and 38 are obvious under 35 IL&C 103(a), 

7. --Grm pi&g of 0&£$*& 

Claims 4-8 and 36-37 stand or fall together fer the r^pcito inat the dmm are ofevions- 
Claims 10- 1 L 13-1 5 «! 31 stand or 1M1 f^pite i^^te. tlie dates ai^ otew 
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'terns I - Wteite eM&M 4 - % «I Ji - 37&.re i^tta sauier 35 Xl&JC* 

Tin Bmmkm M^m tm^imm 4 - S .$M 36 37 are obvious based on Currao et-al (US 
Patent 4323,1 77f£wmf) m view rffeiw et al flBiol Chem. 276:16001 - 16014, 2001; 
cited as referee At32 m She IDS fkd « l/25#2; ? ^'$&v»^ Nietkmiwr et at <N#uft& 
28:697 - 71 1, 2000; dim! as referee AMI k ite IDS filed on 3/25/02; ^Hktbam^er"), Can of 
a!. (AMlyfei Bfoehem. 239: 1 81) - 1 92> ! 99<S; "Csssf) m& Qm&snk Ammmm Members 

The Examiner acfawvkclgi^ tiai wfelte tlie prior &td&&$y teicte or suggests Dafei 
plK>$pbory!ation fey CdkS* the eomMBdion of relkrenees does not appear to exphcMy leach or 
sugge s t pho^horylation of Dab I by CdkS at mdtos Ser49l md SmSlS/Mxywvvm:, iim. 
Examiner tmmimm ikut em pm^tmmg die method as taught m; suggested by the cpmbmatioB. of 
prior art, would haw pmcticed a method that is eoeoospsssed by tine cimm< 

Tlie i>^rp« of tb e twtl^x! is a BnTOfrwtM* limitin g element of tie efataect toveiii wt 
Tie purpose of the elakneA miio| v stated fe; mi^pmdmi claims 36 and 3S> b to 
detect CdkS serfe fcfoase activity In a biological sample. This purpose b accomplished by 
determining whether a particular candidate sof ua^ee wnbte the earboxy tormfoai domain of 
Dab I i s aaxioe pho$phorylata4. The specification teaefeea that ids particular carnivals sequence 
is only phospherylated by CdkS, Therefore serine pho;Sph;oi-yla!loo of this candidate sequeoce b 
sokcdw for CklfcS and an indicator of CdkS acdvky- 

Thi s discovery of the association between Dab I serine phospory labon and CdkS mimiy 
k ixnpaximt CdkS aotiviiy fo a biological sample cannot be measured direedy because CxikS 
mast associate with its regalatory aibuim, p35 5 to be activated. Therefore, simply measuifog or 
detecting CdkS in a blologleal sample b ma a reliable hidieatw of whether CdkS activity exists. 
Before the present bwentlon. a simple teat to- show CdkS aotbity had 001 been discovered since a 
sobstraie that is selectively pboaphorylaied fey CdkS Wtfte identified. 



N«e of tlie prior art cited by the E^ainte? teaehes or suggests that the candidate 
$fcqai*n$& witfem the earhexy terminal domain of Dafel k selectively «« pfeosp hosylaSffcl by 
CdkS, Wi#mft sudb a fe^&g. or.sugg^$%% Appellants assert that the d:«d iBeibod camsoi 
be considered ofeviasm 

The Evanbner does n ot. argue tha t such a teaching or suggestion ^» in .'the pxmx art , 
tete^L the for the fesitime m fee final Section of September 3, 2009 that 

the prior art «d M teach or suggest this association feetwe^: Dab I to! (xlkS in order to mute 
the ebims ob vious because ^J^torfed use ami does not limit the clai med 

method, Appebaois stmnnausly disagree. 

The purpose of detecting €dk5 activity appears both Is the preamble and the body of 
indepeBdeot claims 36 aitd JS. It Is the sole reastm taught m the specification for detefemfeg 
wfeether the candkkte sequenee wMlk the carboy terminal domam of Dab ! la serine 
pboapho^Iated, Clearlv i&ars is a erhiea! feature of the claimed method that is intended to limit 
hs seope. 

The Examiner cites MBEF section 2106.ILC to jnstify ignoring the plated purpose as a 
limitation of the elaimed method, quoting the M'tawfog portion of thi s section; s T,auguage thai, 
suggests or makes optional but does not require steps to he performed or does not limit a claim to 
a particular stxuetwe doea not limit the scope of a dmm or eklm hmita»?f\ 

As ass initial matter. Appellants point out that this justification is partieibar tv weak. 1 he 
cited MPBF section merely provides ktelm guideikea which are aokoowf edged imthe 
Introduction as not constituting suhsi&ntive ridenmking and which do not have the force a&d 
effect of law. Moreover, these are guidelines for deteffinrung subject matter digihiliiy of daims, 
These are not inteitded lo be goidelmes used m m obviousness analysis as the Examiner has 
done. 

Even if these clear fecial deSefeneies are ignored, Appellants aaseri that the purpose of 
their claimed method does not fell, within the category of rsoi«mg language referred to m this 
sectknr T be stated purpose is not optional and does require the step ofassoeiatingDabl serine 
phosphorylation with CdfcS activity to he pertbrmed, Fbere&re this statement does not justify 
ignoring the purpose of the elaimed method. 
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To the -mt^ tbM th^.BKmmtm:m^Mm'%^^ purpose d^.iM limit Che d« 
heosose u appears io fee pmmhte'? Ap0ikm^n&^m, While it M possible for a 
preamble to fee mmlfeiimg., it is elearfy Mmitlog m the preseM ease where fee preamble k critical 
to the tnemmg arfvii&J% of fee zfaim and is used to distmg^k the claim Item the prior art 
Commgmms Wmte, 868 F,:2d at 1.257, 9 US.PQ2d at 1966 (Fed.CkJ989); ..mil 
Commumcaiwm C#rp,, M OSPQld i II 4 WM, €lr 1995); CmmUna Mzrfatmg. Imt Inc. v, 
Cm>immng^.c€mi Inc., 01 -1324 (Fed, Git, May 2002); jfc re Cmci&nm$ $p?#m ltii$- 9 301 
F3d 1343, 1346-48, 64 USPQ2d 1202, 1204415 (Fed. Ck 2002) ? J^w? k 
fnc,, Hl tM m% 1333-34, 68 USPQ2d 1154, 1 151 (Fed. Ck 2003); m«Mife-l&^ feu v. 
Com tfAm. Holdings, 370 F.3d 1354, 1358^2,71 UtPQM 108:1, 1014-87 (&& Ck 2004): 
$m dm Bmim 21 1 1 .02 II of the MFEP. In addition Appetots eote ftst fee stated purpose 
appears liot only in fee mmmMz ®lhukpm3mi dmm Mmi 38 but it ofeo app«s m fee body 
of feose elates* 

pfe mo£sv&Cfe?$ t# «bw reforests 

FuMwmore, Apg ellaots assert fee present "itiTOation is mi otmoiis because there was no 
motiv^lon to combine fee cited references fe fee manner suggested by fee Ex&mfeer to arrive at 
fee claimed method. Gi ven fee prior -art; :Ex^i3^ : agss®rts it. would ha ve b®&& obvious to one 
of ski!! M. the art to wfc fee teaehlng of Cmm* Nfek««\ ftgshv&ft and GmBaufc 
Aeeosskm H wfeers 1771: 281 and 3:?)8BI5I to Immimopreelpltalo Dab l fern mouse brain extmet 
with m& wlthoot cat^ytleally active CdkS ? to detenferie weether or o.ot vermes ut pmimm2£0, 
400, 48 L 491, and 515 are pl^o^phoi^ktei and to determine fee $erkt<$) feat are phosphotf loted 
by CdkS fe accordance wife the methodology of Hiethammer and ResfewrsL 

Aferimtiyely, fee. Bx&feker «erfs it would have been obvious to combine Ciimm. 
Kesfevsra and Carr to oBoieoopreelpMa^ Dab.1 from moose hrafe. oxtrael with e^&lyikaby active 
CdikS to detitmfee its poteotlal sites of pho^pfeoryktfen aeeordfeg to fee method of Cart, That by 
doing this, ooe would have praeoeed fee active Mefeod steps as recited fe the dsims. One would 
have been motivated to do this became of fee teachings of Currao. that CdfcS pbosphorylates 
serines of Dab! , the sites of Cd&S phosphorykoon of I >abl $m be ideettSefe arf o*ay have 
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^g&iftc&nl rd^m^- to scroll fer ap)M^ .an4 aotapmlsss te^M CdkS tern m^Ik^d 
as a Mmse a«rt wi joticemgdj^^ of -fi^ctfofibriHaa y -tables k\ AIX 

Acc ording to tfe E>;»Ja^r s onewui have |m1 a expectation of succe ss for maCatiiig 

Dab! series MpmBmrn 260, 4CMK 481 ? 491 and 5 I S individually mi 

eombtetanslljs aod -^^^i^^'^^smx^i^ that are pfeosphofylal^d by CdkS usl&g tfe 
methodology of Mkttemm^r Eesfevara because of the remdts of Gurra\ Medmmo>er, 
Keshvara *md Gdki 1 77! 28 1. a&d 32f 8SSI ; 

Appellants disagree, Tte present ikweMon Is based oirtke disco very time Dabl is 
^tellSSll pfesphc^lMed % CdkS 00 semes 491 a&d 515 in vivo, Akkongh Cmnwi lmch®$ that 
Dab! Is pbospborylsted by CdkS activity In vUm, tl^ere m m m$ggmik*n,m this mkmms or other 
prior art reles^nees tlmt CdkS selectively phosphorylsies Dahl m a biological (in vivo) mmph, 
nor do they teach wMeb serines might fee selectively pbosphorylaied by CdkS. Cumrn ooly 
suggests screening tor iofeibi torn agosdsls of in. viim pho^plmfflaimxi. of Dab! in eooaeetton 
with redln biodlog to very low density lipoprotein receptor ( ¥Lt>LR), Keshvara twte in vitro 
md in vivti methods for ideotilytog Dab I pbosphoryl&tioo by Sre, Nfethammer suggests sermes 
49 1 and 5 1 5 as potential sites for cdk (»t just CdkS) activity , Nletbammer does not provide 
sobstrate sites thai kdkate speeifie CdkS aerkity. Stee. there Is &otbkg in ICesbvara, Cunrsft or 
Nkih&mmer to suggest pabl is selectively pbosphora&ted by CdkS m a. biological sample, tibere 
is eo moti vadoE for oho to vitally inspect the Dab! amino acid seipences of Gen Bank 
Accwm Member 177 1 28 1 and 32IS85I m$ ktedfy semes 491 or S I 5 as sennas that are 
phospborylaied selectively by CdkS. 

Until Appellants slewed in the present biv^tlop, fer example by die experiments 
described m tlw ^mM&mkm m pages 19 - 22 that Dab! is m m vivo target of CdkS, one eotdd 
not have known or predicted tht«m ife in Dab! would be phosptorylated only by CdkS 
and provide a roetoed for detecting CdkS activity . WMfc it was known that C l&kS pkosphorytates 
Dab! vim, AppeI.lao.ts conducted experim^its to loeahze aod Identity the pariiradar sites on 
Dab! that eoold be phosphorylated m vivo by CdkS, (page 19, hoe 20 - page 21 . line 2} 5 
generated Dab I tryptie peptides used m the prodocdoo of a phosphopeptide-spoello antibody 
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(page 21 , tines .3 - 231 «£. showed that Dab! k ^fcfly pho^feo-ylMrf by Cdk5 (page 21 > 
line 24 - page 22, it* 25}.. 

For r&&ao&$ set ferih atem Appel lants: s$imA|T} the purpose o f fee claimed me&od 
Is critical' to the m&M&g of the ol«& m& Iteitis the claimed mot&od, aod (2) since the prior art 
cited by the Examiner falls to teach or suggest the afeOity to detect C4kS acti vity by deterndaiag 
whether a candidate se<$t&me& within the catboxy teri«m! domain of DaM k seriae 
pfeosphorylated, there is no motivation to eoo#me the prior an refereaees, Therefore, the prior 
mi Mis to reader claims 44 and 36-3? obvious 

tee 2 - Wheter tMm JIKil, 13-IS and 3S are dtate msMsr 35 Ih&C, 

The Exaplw elected dsto 104 !, 1 3-15 and 3B ooder 35 0>S>€:, 103(a) as being 
impatoniable over Corran in view of K&sbv&srs> Hk&wr, Cart aod GooBaok Aocesaion 
Noosbers 1:7/1.28! «i 3288841 as applied to claims 4 - 8 and 36 - 37 above and ferther m view 
of Howell et aL(Ga»3 Develop. 13:633 -648, 1999: cried as reference AY I m tfee IDS filed on 
3/2S/02; Ifowein , ftt et al {»Wl%WpL 4;374~3ti; W% Mlchalewskl et al (Anahtka! 

BiocbenL 276: 254 257, W99; vy MkmemsM f % 2mm et ah (I, Neurosei 21:9160 - 9367, 

2001; ^herf}- These claims limit the okuE^od methods to detection of Dab! .ptospljoryMoh 
using an antibody that binds to Dab! only when it is phosphory fatod om serine or to an Botibody 
generated against SEQ ID NO:3* 

ndftta ftttM m mm* ikmmmm m the fci rej^tkm 
Applicants' arguments stated above show that it was not obvious that C&5 serine kinase 
activity could he <Joter mined by deteft^htiot wfeether the carbo^y terminal domain of Dab! was 
pihosphoryfatod on a serine within a. eaodyare mpost^e Nothing in the prior art soggesis that the 
sennas within a candidate seqnenes- of DahL serines 491 and 5 IS, sre only phosphosylated by 
C.dkS. For the reasons sMed above/there Is nothing m the prior art references of Carrara 
Kie^vara, Nkthammer, Car? aod the recited GeaBaak Accession NAmbers to soggest the 
mvenrions in claims 4-S aod 36-37, Thns combinini; Howell, !%> Mielmtew^ki and Zhao with 
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C^rrai, Kesb.v^m, Nfe&tmmer, .Cas$ the i^citssd O^iiBat^k mimBers does mt rerier the 
9. d»bm A^pmM%s 



i 0. Evfcee A|%>g&*tt&* 

None (see Eviae«e Appendix) 



1 1 Raited ftt«ite| A pp&rffx > 

None (see Related Procee<im> Am>erfx> 



for the fomgomg rmsoss, Appellant Mleve tkM &mBxmmmf$ r^fms of Q »ims .4*8, 
UM L 13-15, Mid 36-38 Me eww ard should b% r^mmd. 



^^^>>^ dt< ^^^^^^^ 
Sfeawm A. Bawikms 
Fatost Agent 
liedstraiian No.. SO J 1 8 



Si. J ode Chester s Ee^^h $tosptt&t 
262 IMw '11»a^ Place 

Td$|feM&: 901-595-275 ! 

Date: November 25. 200:9 




4, The melted of claim 36 wta^m said hk* logical, sampte m kokied im p organism 

5 , lbs mg&®4 of c-lik 36 wlietmii said bklogka :l sample k isolated fem the group 
c&n$i§tin& of t>Min and blood 

6, The method of claim 36 wh&r&m said hkfefekM ' s»k k isolated fmm & cell. online 

w X ■ ■ ■ 

?. Ths meiood of claim 36 wfeerete said Dab! pfeospfeory lalion occurs m viwi, 

8, The method of cMm 36 which mm^mm .imtmimpt^cipiMmg said Dab ! from said 

biological sample prior to saisl dc^ipifefe| stop u$lmg m antibody tbat binds to Dabl 

pfeo^borylafed am! o^pbosphorylatcd on .said serine. 
lih The method of claim M wteerko. DaM phosphon#lk^ k deferoiwl nsing an aotibody 

that bmds to Dab! only when it k pbo^pborylat^d on Mid serine, 
1 1 . The method of okip 10 wUmmnmiAm^mfy m mked against S1Q ID NQ;3, 

13. The mothod of cMm 10 whoreni mid amibodv k polyclonal 

14. The method of vlmm 1 0 w'teck) said aodfeody is monoclonal, 

1 5. The method of claim 10 whoroki D#l phosphorylation k doiernbned by okog lecfeoiquos 
oaHskting of mdiolmmi?noa$sa : ¥, EL!$A > B sssdwiefe* immunoassay % mmmy^^m&mmttk 
assays, gel diffokoo- precipitalio^ tactions, immoi^odlffiision assays, in sifts 
inmmooassays, western blots, preciptatkm reactions, agglutination assays, complement 
■fixation assays. innBooofluorosoe^c assays, protein A assays, inHTmnoakctropboresk 
assays, mass spe&tromeify and antibody En-ay, 
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A oietbod jfer <ktestfeg cwlki ^itetMiiW 5 (C<lfeS) seme Mti&se activity k a 
biological sample, w&kfe smsiho^ comprises detefflinkg wbeiher the- ca&oxy tgrotiftdl 
domain of OlMbled ! proteio f Babl ) ik mi&'sm&pte h phmphiwyimed on. a serine within 
e candidate seqoenoe, when?k phospboryfMion of DaM cm said serine indicate fee 
grssessce of active GdkS in s&id samite. 

I'M method ofckim 36 wterio »id serine is selected fern fee group consisting of a 
ftsripe co^espo^kf to . portion 3 of SEQ ID NO; I, snob position being determined by 
aflpnm of DaM with SEQ ID NO; I ami a serme at position 2! of SEQ ID NO;2, such 
position osing doi^nnined fey rfipOT@M of Dab! mih BEQ ID NO:2, 
A method for detecting cpim dependent kinase 5 (CdkS) serine kinase activity in a 
biological sample, wki&h mmhmi comprises io^n^ieopreeipdaioo of Dabl from said 
biological sample; co&taetmg tfec lmmwopecipilate4 Dab! with a phosphoaohbody 
generated nsmg SBQ ID NO:3 as an &tt%&n; detecting binding of the pdospno^tibody to 
a. serine witbin a candidate sequence in t& oMboxy ferndnal domain o f said Dab I , 
wh«i:o. bkdkg of tbe phosptaarfbody to said serine of said Dab l in saeb biological 
sample indicates tbe pn?seoee of G<&5 serine kinase activity in said sample. 
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